In the previous paper, the effects of gold-containing compounds on pregnant rats were described. This study was carried out to determine the effects on pregnant rabbits and their fetuses.
and throughout the duration of the study. At lower doses of SK&F 369 14, statistically reduced (P < 0.05) body weight gain was noted after eight consecutive doses. Death following the administration of SK&F 369 14 occurred at 8 mg/kg and higher doses.
All females died in the 64, 32 , and 16 mg/kg dose groups. The EDm for maternal death for SK&F 369 14 in pregnant rabbits was estimated to be 8. I mg/kg. In the 64 mg/kg group, 50% of the females died after the first dose, and the remaining 50% died after the second dose. In the 32 mg/kg group, 12% of the females died after the first dose, 75% died after the second dose, and none survived the third dose. In the 16 mg/kg group, 38% of the females died after the second dose, and the remainder died during various days of the dosing period. In the 8 mg/kg group, no deaths occurred prior to day 12 of dosing. Approximately 50% of the surviving females in the 8 mg/kg group aborted between days 20-26 of pregnancy.
In a dose-range study and in the teratology study itself, there was an effect on resorption, litter size, and fetal weight at higher doses of SK&F 369 14 (Table I) . * Expressed as number of fetuseshumber of litters affected. The administration of SK&F 0-39162 at the two highest doses caused maternal deaths. The administration of gold sodium thiomalate at the highest dose also produced maternal death. Abortions occurred following the administration of higher doses of SK&F D-39 162 and gold sodium thiomalate.
Dose-related decreases in food consumption reflected in actual body weight losses during treatment were noted with higher doses of SK&F D-39162 and gold sodium thiomalate. These doses also adversely affected resorptions, litter sizes, and fetal weights ( Table 2) .
Fetal anomalies found with the three gold-containing compounds are summarized in Table 3 . The predominant and most consistent fetal anomalies associated with treatment were abdominal defects such as gastroschisis and umbilical hernia (Figs.  1-4 ). Anomalies of the brain, heart, lung, and skeleton were also seen. 
Discussion
Defects of the abdominal wall are assumed to be caused by an interruption or interference with the process of regression of the intestinal loops during embryogenesis.' Why the intestinal loops fail to return from the extra-embryonic coelom into the abdominal cavity is not precisely known, though reduced intestinal growth and underdevelopment of the peritoneal cavity have been suggested.'. Factors affecting fibrosis and union of the linea alba abdominus may also be involved in the causation of midline defects.
Abdominal defects have been infrequent in our untreated New Zealand White Rabbits-a single case of umbilical hernia amongst 2547 fetuses. Our rabbit supplier observed 3 more cases in over 4,600 fetuses. Gastroschisis, likewise, does not occur frequently as a spontaneous condition. Our historical control data show but 2 cases of this defect.
In the various studies on gold-containing compounds in rabbits, 9/963 fetuses were born with gastroschisis and 2 1/963 fetuses with umbilical hernia. The former defect occurred in 8 litters and the latter in 12 litters. While this incidence is still low, it is nevertheless considerably higher than the figures cited above from our historical controls. This suggests that the rabbit embryo may be susceptible to the induction of such abdominal defects by gold-containing compounds.
The ability to produce specific types of congenital defects with a high degree of consistency is a valuable asset in the study of a teratogenic mechanism. Compared to the other species in which the gold-containing compounds were tested, the rabbit appears to be a highly suitable species for studying experimental gastroschisis.
Conclusion
The administration of each of 3 gold-containing compounds, SK&F 369 14, SK&F D-39 162 and gold sodium thiomalate, to pregnant rabbits resulted in malformations of the fetuses. The chief ones were abdominal-gastroschisis and umbilical hernia.
